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[57] ABSTRACT 
5,6-Dimethoxy-2-[2-(4-hydroxyphenyl)-2-hydroxy-2 
rnethylethyl]amino- 1,2,3,4-tetrahydronaphthalene has 
inotropic and vasodilating activities and therefore can 
be used in the treatment of cardiocirculatory failure. 
The compound can be in the form of a single stereoiso 
mer or as a mixture of two or more stereoisomers. 
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Z-AMINO-1,2,3,4-TETRAHYDRONAPHTHALENE 
DERIVATIVES WITH CARDIOVASCULAR 

ACTIVITY, PROCESS FOR THEIR PREPARATION 
AND PHARMACEUTICAL COMPOSITIONS 

CONTAINING THEM 

The present invention refers to the compound 2 
amino-l,2,3,4-tetrahydronaphthalene having cardiovas 
cular activity, to a process for its preparation, to phar 
maceutical compositions containing the compound, and 
to its use. 

BACKGROUND OF THE INVENTION 

Cardiac insuf?ciency or cardio-circulatory failure is a 
major health problem. Classical therapy for many years 
has relied upon the use of cardiac glycosides and diuret 
ics. More recently peripheral vasodilators also have 
been used. 
Many patients do not respond, however, to these 

therapies and, as a consequence, pharmacological treat 
ment of cardiac failure is still considered unsatisfactory, 
requiring therefore a search for new cardioactive drugs 
which are able to act on the main pathogenetic factors 
of the cardiocirculatory failure, namely a decrease of 
myocardial contractility and impairment in peripheral 
blood flow. 
Z-Amino tetrahydronaphthalene derivatives (alterna 

tively named as Z-aminotetraline) exhibit interesting 
pharmacological properties because of their capacity of 
binding to the different receptors of the orthosyrnpathe 
tic system. The 5,6- and 6,7-dihydroxy derivatives of 
Z-aminotetraline contain, in particular, the dopamine 
moiety ?xed in a semirigid structure which has in recent 
years given rise to considerable research effort. 
A number of such Z-amino-tetrahydronaphthalenes 

are known. Gorczynski et al., J. Med. Chem, 1981, 24, 
835-839 disclose 2-[l-(4-hydroxyphenyl)-but-3 
ylamino]-6,7-dihydroxy-l,2,3,4-tetrahydronaphthalene. 
EP-A-209275 and EP-A-273017 disclose 2-amino-6,7 

dihydroxytetralin in derivatives. 
EP-A-2l 1721 disclose 2-aminotetralin compounds 

having lipolytic activity. 
GB-A-2l23410 discloses 2-amino-5,6-dihydroxytetra 

lin derivatives having Beta- stimulating adrenergic ac 
tivity. 
Dopaminergic drugs can have different therapeutic 

uses. Drugs stimulating the post-synaptic dopamine 
receptors in the central nervous system (CNS) may be 
effective against Parkinson’s disease. Drugs acting as 
agonists of dopamine autoreceptors, always in the CNS, 
may be used as antipsychotics. 
Dopaminergic receptors, however, also are present 

on the peripheral sympathetic terminations so that 
much research effort recently has been directed to 
dopaminergic structures having peripheral cardiovas 
cular activity. - 
There are a number of structure-activity studies of 

2-aminotetra1ine derivatives giving rise to different hy 
pothesis on the importance and effects of, for example, 
the con?guration of the C2 carbon, the optimal substitu 
tion on the amine, the kind and number of substituents 
on the aromatic ring, and changes of other parameters. 
From these studies, however, it is evident that 2 
aminotetralines are rather heterogeneous as far as their 
pharmacological effects and their mechanism of action 
are concerned, the latter involving, both central and 
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2 
peripheral dopaminergic receptors and alpha and beta 
adrenergic receptors. 
As with other classes of sympathicomimetics, even 

very small structural differences can result in remark 
able effects on the degree and/or kind of activity, de 
pending on various interdependent factors such as the 
kind and position of substituents, conformation, interac 
tions with the receptor site, metabolic pathway. 

DETAILED DESCRIPTION 

It has now been found that the compound of formula: 

CH3O I 

0130 

i‘ f‘” f“ 
' N-CH-CI-l 0H 

i t 

a B 

possesses with inotropic and vasodilating activities and 
can be advantageously used in the therapy of cardiocir 
culatory failure. 
The compound of Formula I has three asymmetri 

cally substituted carbon atoms (the positions of which 
are marked with an asterisk). It should be understood 
that the present invention includes all eight chiral form 
s—the individual stereoisomers and mixtures thereof, 
and the pharmaceutically acceptable salts thereof. 
The compounds of the present invention can be pre 

pared by reductive amination of 5,6-dimethoxy-2-tetra 
lone of Formula II with the appropriate primary amine 
III (or the salts thereof), according to the following 
reaction scheme: 

CH 30 

H CH3 OH 

.'._t.._.'...@.... I 

The condensation reaction is generally carried out in 
polar solvents such as dioxane or lower alcohols of l to 
6 carbon atoms, preferably methanol or ethanol, at tem 
peratures ranging from 0° C. to 40° 0., preferably under 
an inert atmosphere, such as nitrogen. The reaction is 
conducted at a neutral pH adjusted by addition of an 
acid, such as hydrochloric or acetic acid, or of a base, 
such as triethylamine or pyridine. 
The simultaneous reduction is effected by means of 

alkali hydrides, preferably sodium or lithium cyanobor 
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ohydrides or a mixture of sodium cyanoborohydride 
and tetrabutylammonium cyanoborohydride at a 4:1 to 
1:1 weight ratio. 

Alternatively, the reduction can be carried out with 

4 
described by Smith H. E. et al. in J. Med. Chem. 20(7), 
978 (19.77). 
The Formula of compound I can also be prepared 

according to a different process, as shown in the follow 
catalytic hydrogenation, using platinum or palladium 5 ing reaction scheme: 

(II-I30 

CH3O 

catalysts, optionally on a carrier such as carbon. The 
hydrogenation can be conducted under reduced pres 
sure or at atmospheric pressure] 
The compounds are recovered from the reaction 

mixture by conventional methods and are generally 
transformed into an acid addition salt and crystallized as 
such. 
As indicated, the present invention also pertains to 

the physiologically acceptable non-toxic acid addition 
salts of these basic compounds. Such salts include those 
derived from organic and inorganic acids such as, with 
out limitation, hydrochloric acid, hydrobromic acid, 
phosphoric acid, sulfuric acid, methanesulphonic acid, 
acetic acid, tartaric acid, lactic acid, succinic acid, citric 
acid, malic acid, maleic acid, sorbic acid, aconitic acid, 
salicylic acid, phthalic acid, embonic acid, enanthic 
acid, and the like, preferably hydrochloric acid. 
The compound of Formula I can be prepared as a 

single stereoisomer, or as a mixture of stereoisomers, by 
condensation of 5,6-dimethoxy-2-tetralone of Formula 
II with a p-hydroxynorephcdrine stereoisomer of 
known con?guration, optionally with subsequent sepa 
ration of the epimers obtained, as for example by crys 
tallization or by chromatography. 
The intermediates used in the preparation of the com 

pounds are known and either commercially available or 
readily prepared according to methods known in the 
literature. The stereoisomers of p-hydroxynorephe 
drine, for example, have been prepared by the processes 

45 

SO 

55 

65 

wherein R1 and R; are hydrogen or a readily cleavable 
protecting group such as benzyl. 
The condensation of the aminotetralin with the bro 

moketone generally is carried out in polar solvents, 
such as water, dioxane or lower alcohols, and prefera 
bly in ethanol or in an ethanol-water mixture, in the 
presence of an acid binding agent such as triethylamine 
or pyridine. The reaction also can be carried out in the 
absence of solvents at such a temperature as to allow the 
partial or complete melting of the reaction mixture. The 
subsequent reduction can be effected by hydrogenation 
in the presence of suited catalysts, such as platinum or 
palladium -on-carbon catalysts or with alkali or al 
kaliearth metal hydrides and subsequent hydrogenolytic 
debenzylation. 

This process is particularly advantageous in obtaining 
the compounds of the invention in a given con?gura 
tion. The threo-isomers, with respect to the a and [3 
carbon atoms, can be obtained, for example, by conden 
sation of an aminotetralin (IV), in which R1 is benzyl or 
an easily cleavable group having a similar steric hin 
drance, with bromoketone (V) and subsequent reduc 
tion. The presence of the benzyl group or of a group of 
similar steric hindrance, allows to obtain a stereospe 
ci?c reduction of aminoketones (VI) so as to attain the 
threo form of aminoalcohols (V II), according to a mod 
i?cation of the process described by Van Dijk J. e Moed 
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H. D. in Recueil 78, 22 (1959). The erythro isomers, 
always with respect to the a and B carbon atoms, are 
obtained by chemical or catalytic reduction of aminoke 
tones (VI) wherein R1=H. Compounds having a given 
con?guration also may be obtained from the suitable 
aminotetraline enantiomer (IV), obtained either by 
enantioselective synthesis or by known separation 
methods. Compounds (V l) are novel and are a further 
object of the invention, being useful intermediates for 
the preparation of compounds (I). 

EXAMPLE 1 

(— )Erythro-S,6-Dimethoxy-2-[2-(4-hydroxypheny1)-2 
hydroxy-1methylethylamino]-l,2,3,4-tetrahydronaph 

thalene hydrochlormethyide (Ia). 
A solution of 25 g (0.122 mole) of (:t)-4»hydroxy 

norephedrine hydrochloride in 326 ml of methanol, 
adjusted to about pH 7 with 5% KOH, is slowly added 
to a solution containing 35.41 g (0.171 mol.) of 5,6-dime 
thoxy-Z-tetralone in 346 ml of methanol, cooled to 
about 12° C. and under nitrogen atmosphere. The reac 
tion mixture is stirred under 

nitrogen for about 20 hours at room temperature; 
thereafter a mixture of 11.84 g of NaBHgCN and 5.59 g 
of (C4H9)4NBI-I3CN is added during about 2 hours, 
keeping the temperature below 30° C. The mixture is 
stirred under nitrogen for about 20 hours, then is acidi 
?ed to about pH 1 with concentrated HCl and it is 
evaporated to dryness. The residue is taken up into 250 
ml of absolute ethanol, 2,750 ml of ethyl ether are 
added, the obtained solid is ?ltered, taken up into water, 
adjusted to slightly basic pH (about 9.5) and extracted 
repeatedly with chloroform. The chloroform solutions 
are combined, washed with water to neutrality, dried 
over Na2SO4 and evaporated to dryness. The residue is 
taken up into 500 ml of methanol, saturated with HCl, 
decolorized with active charcoal, ?ltered, evaporated 
to dryness, taken up into 50 ml of absolute ethanol and 
precipitated with anhydrous ethyl ether. The precipi 
tate is ?ltered and dried under vacuum at 40° C. 14.5 g 
are obtained of a mixture of the four stereoisomers (+) 

(as! BR! (QR, BS’ (aRi BS’ (—) ((18, BR, 78). (30% yield); m.p. 202°-2l0° C.: 
MF=C21H27NO4.HCl MW=393.92. 

Elementary analysis, IR and NMR spectra are in 
agreement. 

EXAMPLE 2 

(a5, 
BR)-5,6-Dimethoxy-2-[2-(4-hydroxyphenyl)-2 

hydroxy-1-methylethylemino]-1,2,3,4-tetrahydronaph 
thalene hydrochloride (lb). 

A solution of 31.72 g (0.154 mol.) of 5,6-dimethoxy-2 
tatralone in 428 ml of absolute ethanol, kept at a temper 
ature from 10° C. to 15° C., is slowly added under nitro 
gen atmosphere to a solution of 13.99 g (0.084 mole) of 
(—) (aS, 'yR) 4-hydroxynorephedrine in 223 ml of abso 
lute ethanol and glacial acetic acid to pH about 7.8. The 
mixture is stirred under nitrogen atmosphere for about 2 
hours at room temperature. 4.51 g of 10% Pd/ C are 
added and the mixture is hydrogenated in a Parr appara 
tus at room temperature at 30 p.s.i. for 20 hours. The 
reaction mixture is ?ltered, acidi?ed to about pH 1 with 
HC1 and evaporated to dryness. The residue is taken up 
into 2,000 ml of water and washed with CHCl3. The 
aqueous phase is adjusted to pH 9.2 with 10% KOH and 
repeatedly extracted with Cl-IC13. The combined or 
ganic phases are washed with water to neutrality, dried 
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over Na2SO4, and evaporated to dryness. The residue is 
'taken up into methanol and decolorized with activated 
charcoal, then ?ltered and evaporated under vacuum. 
The resulting solid is taken up in about 100 ml of abso 
lute ethanol and the product is precipitated by addition 
of about 250 ml of anhydrous ethyl ether and then crys 
tallized from 50:50 absolute ethanol/ethyl ether. 14.18 g 
of a mixture of the two diastereoisomers (+) ((15, BR, 
)6) and (+) ((15, BR, 7R) are obtained (43% yield); 
m.p. 214-218° C. MF=CZ1HZ7NO4.HCI MW=393 92. 

[a] c2°=(C=1,87% in MeOH) —18.64 . 
Elementary analysis, NMR and IR spectra are in 

agreement. 
Following the procedure described above but start 

ing from 5,6-dimethoxy-2-tetralone and (+) (oR, S) 
4-hydroxynorephedrine. (aR,BS)-5,6-dimethoxy-2-[2 
(4-hydroxyphenyl)-2-hydroxy-l-methylamino]-2 
hydroxy-I-methylethylamino]-!,2,3,4~tetrahydronaph~ 
thalene hydrochloride (1c), is obtained as a mixture of 
the (+) (aR BS, PR) and (—) (otR, BS, '78) diastereoi 
somers, m.p. =219—22l° C., MF =C21H27NO4.HCl; 
MW=393.92, [a]D2°=(C =2.002% in MeOH) —17.48. 

EXAMPLE 3 

Erythro-5,6-Dimethoxy-2-[2-(4-hydroxyphenyl)-2 
hydroxy- l ~mehylethylamino] l ,2,3,4-tetrahydronaph 

thalene hydrochloride (la). 
a) 5,6-dimethoxy-2-[2-(4-benzyloxyphenyl)-2-oxo-1 

methylethylamino]- l ,2,3,4-tetrahydronaphthalene hy 
drochloride. 
A solution containing 20.0 g (0.082 mol.) of 5,6-dime 

thoxy-2-aminotetrahydronaphthalene (IV; R1 =H), 26.2 
g (0.082 mol.) of 2-bromo-(4-benzyloxy)-l-propiophe 
none (V) and 9.1 g (0.09 mol.) of triethylamine in 82 ml 
of 95% absolute ethanol is refluxed with stirring, under 
nitrogen atmosphere, for 6 hours. At the end of the 
reaction, the solution is evaporated under vacuum, the 
resulting residue is taken up into 500 ml of ethyl ether, 
under stirring. The resulting solid is ?ltered, taken up 
into 500 ml of a 15% K2CO3 aqueous solution and ex 
tracted with ethyl acetate (3x300 ml). The organic 
solution is washed with water and dried over Na2SO4, 
then ?ltered and added with ether/HCI, to precipitate 
the product as hydrochloride, which is ?ltered and 
recrystallized from 50:50 ethanol/ether. 28.8 g of a 
mixture of four stereoisomers of the following con?gu 
rati0n5= (+) (QR, 7R); (—)(115, 75); (—) (11R, 75); (+) 
(aS, 'yR) are obtained (73% yield); MW 482.02; 
MF=C23H31NO4.HC1 m.p. =270-275° C. 

Elementary analysis and IR spectrum are in agree 
ment. 

b) Erythro-S,6-dimethoxy-2-[2-(4-hydoxyphenyl)~2 
hydroxy-1-methylethylamino]-1,2,3,4-tetrahydronaph 
thalene hydrochloride (Ia). 
Three grams of 10% Pd/C are added to a solution 

. containing 11.0 g (0.023 mol.) of 5,6-dimethoxy-2-[2-( 

65 

oxyphenyl)-2-oxo-1-methylethylamino]-l,2,3,4-tetrahy 
dronaphthalene hydrochloride (V I; R] = H, 
R2=CH2C6H5) in 600 ml of 95% CH30H. Hydrogena 
tion is carried out in a Parr apparatus at room tempera 
ture and under 35 psi. pressure for 30 minutes. The 
mixture is ?ltered, evaporated to dryness, and triturated 
thoroughly in ethyl acetate. The resulting solid is ?l 
tered, dried under vacuum and recrystallized from 
50:50 ethanol/ether to obtain 5.6 g of the product (81% 
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yield) consisting of the same stereoisomers of Example 
1. 

EXAMPLE 4 

Threo-5,6-dimethoxy-2-[2-(4-hydroxyphenyl)-2 
hydroxy-l-methylethylamino1-l,2,3,4,-tetrahydronaph 

thalene hydrochloride (Id). 
a) 5,6-dimethoxy‘2-{N-[2-(4-benzyloxyphenyl)-2 

oxo-I~methylethyl]-N-benzylamino}-1,2,3,4-tetranaph 
thalene (VI; R1, R2=CH2—C6H5). 

32.1 g of 2-brorno-4-benzyloxy-l-propiophenone (V) 
and 14 ml of triethylamine are added to a solution of 
29.7 g of 5,6-dimethoxy-2-benzylamino-1,2,3,4-tetrahy 
dronaphthalene (IV; R1=CH2—C6H5) in 90 ml of abso 
lute ethanol. The reaction mixture is re?uxed for 8 
hours, slowly adding a further 20 ml of triethylamine, 
and then cooled and ?ltered. The residue is washed 
with ethanol and ether. The solution is evaporated to 
dryness, then adjusted to pH 8.2 with methanolic potas 
sium hydroxide, evaporated to dryness, taken up into 
200 ml of chloroform, washed with water and dried 
over Na3SO4, ?ltered and evaporated to dryness to 
obtain 30 g of the product which is further puri?ed by 
chromatography (eluent : 70:30 hexane/ethyl acetate) 
to yield 23 g of product (40% yield). 

b) Threo-5,6-dimethoxy-2-{N-[2-(4-benzyloxy 
phenyl)-2-hydroxy-l-rnethy]ethyl]-N-benzylamino} 
l,2,3,4-tetrahydronaphthalene hydrochloride (VII; R1, 
R2=CH2—C5H5). 
A solution of 3.8 g of 5,6-dimethoxy-2-{N¢[2-(4-ben 

zyl-oxyphenyl)-2-oxo-l-methylethyl]-N-benzylamino} 
1,2,3,4-tetrahydronaphthalene (V 1; R1, 
R2=CH2—-C6H5) in 120 ml of tetrahydrofuran are 
added to a suspension of 0.32 g of lithium aluminium 
hydride in 60 ml of tetrahydrofuran, with stirring and 
under nitrogen atmosphere, at a temperature below 25° 
C. The reaction mixture is stirred at room temperature 
for 30 minutes and then 1 ml of ethyl acetate is added. 
The mixture is stirred for 5 minutes and then ?ltered 
through Celite ®. Ether/HCI (about 20 ml) is added to 
the clear solution to obtain a precipitate which is ?l 
tered and dried at 50.C under reduced pressure. 3.7 g of 
the product are obtained (97% yield). 

0) Threo-5,6-dimethoxy-2-[2-(4-hydroxyphenyl)-2 
hydroxy-l-methylethylamino1-l,2,3,4-tetrahydronaph 
thalene hydrochloride (lc). 

2.3 g of 20% Pd/ C are added to a solution containing 
6.7 g di threo-5,6-dimethoxy-2-{N-[2-(4-benzyloxy 
phenyl)-2-naphthalene hydrochloride (VII; R1, 
R2=CI~I2—C6H5) in 200 ml of absolute ethanol, then 
the mixture is hydrogenated in a Parr apparatus at room 
temperature'under 35 p.s.i. pressure for 6 hours. The 
mixture is ?ltered, concentrated to about 60 ml, then 
ethyl ether (about 400 m1) is added thereto to complete 
precipitation. The resulting solid recrystallized from 
acetone. 3.2 g of a mixture of four stereoisomers of the 
following con?gurations: ((15, BS, 75); (aR, BR, 7R); 
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((18, BS, 7R); (aR, BR, 75); are obtained (68% yield) . 

Elementary analysis, IR and NMR spectra are in 
agreement. 

EXAMPLE 5 

(—) (aR, BS, 7S)-5,6-dimethoxy-2-[2-(4-hydroxy 
phenyl)-2-hydroxy-l-methylethylamino]-1,2,3,4-tet~ 
rahydronaphthalene hydrochloride (Ie). 

1.5 g of compound Ic, consisting of a mixture of the 
two diastereoisomers (—) (aR, BS, 75) and (+) (aR, 

60 

8 
BS, 'yR), are dissolved in methanol. The solvent is evap 
orated to give a solid foam which is taken up with 15 ml 
of methanol and the obtained suspension is re?uxed for 
4 hours. The mixture is cooled to 60° C., the solid is 
?ltered, washed with diethyl ether and dried under 
vacuum at 60° C. 

0.5 g of a white crystalline solid are obtained. 
[(1153920: —40.27° (C: 1.008 in MeOH) 
[a 54620: —48.21‘’ (C: 1.008 in MeOI-I) 
G.L.C. analysis: 
% of (—) (aR, BS, 'yS)-—-93.5 
% of (+) (aR, BS, 'yR)=6.5. 
In a similar way, starting from a mixture of the two 

stereoisomers (+) (0.8, BR, p65 R) and (—) (aS, 062 R, 
75), (+) (aS, BR, ‘yR)-5,6-dimethoxy-2-[2-(4-hydroxy 
phenyl)-2-hydroxy-l-methylethylamino]-l,2,3,4-tet 
rahydronaphthalene hydrochloride is obtained 

[a]5462°=+42.32° (C: 1.00 in MeOH) 
G.L.C. analysis: 
% of (—) (0.8, BR, 'yR)=92.5 
% of (—) ((15, BR, 'yS)=7.5. 

EXAMPLE 6 

. (+) (aR, BS, 'yR)-5,6-dimethoxy-2-[2-(4-hydroxy 
phenyl)-2-hydroxy-l-methylethylamino1-l,2,3,4-tet 
rahydronaphthalene hydrochloride. 

a) (+) (aR,yR)-5,6-dimethoxy-2-[2-(4-benzyloxy 
phenyl)-2-oxo-l-methylethylamino]-l,2,3,4-tetrahy‘ 
dronaphthalene hydrochloride. 

1.2 g of (+) (R)-5,6-dimethoxy-2-aminotetrahy 
dronaphthalene and 1.9 g of 2-bromo-4-benzyloxy-l 
propiophenone are dissolved in 11 ml of ethanol, and 0.8 
of triethylamine and re?uxed for 4 hours. 

After standing overnight, the solid is ?ltered which 
consist of the (+) (0.5, R) diastereoisomer. The ?ltrate 
is evaporated, the residue is dissolved in 5 ml of ethanol, 
1.5 ml of a 10% triethylamine HCI in ethanol are added, 
the mixture is stirred for 1 hour and chilled at 4° C. for 
2 days; The solid is ?ltered off, the ?ltrate is evaporated, 
the residue is dissolved in 30 ml of ethanol and, after 
addition of a l M HCl solution in methanol, the mixture 
is allowed to stand for 2 hours. 
The precipitated solid is ?ltered, washed with ethanol 

and then with ether and dried at 40° C under vacuum. 
The obtained solid is suspended in 25 ml of a re?uxin g 

6.4 ethanol/methanol mixture for 1 hour. After standing 
2 hours, the mixture is ?ltered, washed with diethyl 
ether and dried under vacuum at 40° C. 

0.4 g of a white solid consisting of the stereoisomer 
(+) (aR, 7R) are obtained with a diastereoisomen'c 
purity of about 90%. 
m p.=263'-265° C. (dec.) 
By the same method, starting with (—) (S)-5,6-dime 

thoxy-Z-aminotetrahydronaphthalene and 2-bromo-(4 
benzyloxy)-l-propiophenone, there is obtained (—) 
(0S,S)-5,6-dimethoxy-2-[2-(4-benzyloxyphenyl)-2-oxo 
l-methylethylamino]-l,2,3,4-tetrahydronaphthalene. 

G.L.C. analysis: 
% of (—) (115, BR, 'yS)=95.9 
% of (—) (aR, BS, 'yS)=4.1. 
b) (+) (aR, BS, 7S)-5,6-dimethoxy—2-[2-(4-hydroxy 

phenyl)-2-hydroxy-l-methylethylamino]-l,2,3,4~tet 
rahydronaphthalene hydrochloride. 



5,096,929 
9 

0.4 g of (+) (aR, -yR)-5,6-dimethoxy-2-[2-(4-ben 
zyloxyphenyl)-2-oxo-1-methylethylamino]-1,2,3,4-tet 
rahydronaphthalene hydrochloride are suspended in 25 
ml of methanol. 0.1 g of 5% Pd/C are added and the 
mixture is hydrogenated at 35 p.s.i. under stirring. 
The catalyst is ?ltered, the solvent is evaporated and 

the solid foam is dissolved in 10 ml of warm acetone, 
?ltering off the solid residue, cooled to room tempera 
ture under stirring. After standing overnight, the solid is 
?ltered, washed with diethyl ether and dried at 70° C. 
under vacuum for 24 hours. 

0.2 g of (+) (aR, BS, 'yR) isomer are obtained 
[(1]5392°= +51.45° (C: 1.036 in MeOH) 

10 

10 
isoproterenol which was determined at the beginning of 
the test. In Table 1 the potency (EC50=effective con 
centration inducing the 50% of the maximal effect) and 
the relative intrinsic activity (expressed as a and com 
pared with that of isoproterenol, taken: 1) are shown. 

In addition to compound Ia, three other 2-aminotetra 
lin derivatives, compound 14 (reported by Gorczynski 
R. J. et al. in J. Med. Chem. 1981., 24, 835-839), com 
pound (VIII), and compound (IX), were assayed in this 
test. 
For the sake of brevity, the compounds will be identi 

fied hereinafter by means of the experimental abbrevia 
tions (CHF#). 

TABLE I 
Potency (EC5O) and intrinsic activity (a) of Z-aminotetralin derivatives in the isolated rat left 
atrium and right atrium, compared with dopamine (confidence limits shown in parentheses). 

R1 

R2 

Left atrium Right atrium 
NHR (force) (frequency) 

Compound R1. R; R EC50 (H) a EC50 (H) a 

dopamine - 1.2 X 10-6 0.95 1.9 x 10-6 1.06 
(1.0-3.1) (090-10) (1.5-2.4) (0.87-1.24) 

Ia CH 3.0 X 10-6 0.60 1.3 x 10-6 0.55 
(CHF 1255) | 3 (2.3-3.9) (0.52-0.68) (0.9-2.0) (0.46-0.64) 

oc113—c1-1<|:11 011 
' OH 

06111101 - CH 09 X 10—6 0.81 1.3 X 10-7 0.86 
Compound . I 3 (06 ><10-6- (073-029) (2.5 ><10-8- (0.72-0.99) 
(CHF 1026) OH-CHCHZCH, OH 12 X 10-7) 2.1 X 10-?) 

VIII Inactive 
(CHF 1296) 

ocm-cmpn 01-1 
011 

IX Inactive 

(011F129?) 
01-1 

OCH3—CHZ(IIH© 011 

[a]5462°= +60.91° (C: 1.036 in MeOH) 
G.L.C. analysis: 
% of(+) (11R, BS, 'yR)=98.49 
% of(-—) (0.5, BR, 'yR)=1.51. 
The inotropic and chronotropic effects of compound 

(Ia) of the invention were determined in vitro using, 
respectively, isolated rat left atrium and right atrium. 
Left atrium:inotrocic activity 
The atria were subjected to a 0.5 g starting tension 

and suspended in a bath containing aerated Krebs-Hen 
seleit j solution with 95% O2 and 55° CO2 kept at 32.C. 

50 

55 

The preparation was stimulated at a 4 Hz frequency _ 
with pulses during 5 msec each. The contraction 
strength was detected by an isometric transducer and 
recorded on a microndynamometer. 
Right atrium=chronotrpic activity 
The preparation was prepared in the same way and 

under the same conditions as described above, but was 
not subjected to electric stimulation. Frequency was 
monitored by a cardiotachograph. 
The results were expressed as the percentage of the 

response obtained with a maximal dose (106-8 M) of 

65 

As it can be seen from the data reported in Table 1, 
CHF 1255 exerted a cardiostimulating activity with a 
potency comparable to those of dopamine and of CHF 
1026. 
Contrary to the control compounds, however, CHF 

1255 showed a reduced intrinsic activity : therefore, 
based on it activity, which, as will be evidenced herein 
after, the compound exhibits beta-1 stimulution, it being 
a partial agonist of beta-1 adrenergic receptors. This 
behavior was further con?rmed in the isolated left atria 
of other animal species (cat and guinea pig), in which 
the compound shows an 

inotropic activity with an effectiveness of 45-31% 
that of isoproterenol. The partial agonism of CHF 1255 
towards beta-1 adrenergic receptors is of great impor 
tance for the characterization of the compound. 

In fact, the research efforts have been directed for 
some time to the synthesis and development of partial 
agonistic beta-l stimulating molecules. Based on this 
assumption, prenalterol and, more recently, xamoterol, 
have been prepared, the latter being less effective an 
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agonistic action 40% that of isoproterenol) but better 
tolerated. 
The rational of the therapy with partial agonists is 

related to the induction of a beta-agonistic effect that 
can be modulated. As a matter of fact these compounds, 
acting both as agonists and as antagonists, stimulate the 
impaired cardiac function in patients affected with car 
diac failure, under rest or reduced exercise conditions. 
During physical exercise, on the other hand, when the 
sympathetic tonus is high, they are able to protect the 
heart against adrenergic overstimulation, antagonizing 
its effects. 
Another important fact evident from Table 1 is that 

CHF 1296 and CI-IF 1297 proved to be completely 
inactive, further confirming thereby that minimal struc 
tural changes play in this kind of compounds fundamen 
tal role for the activity. 
The mechanism of the inotropic activity of CHF 1255 

has been studied in a series of other tests. 
It has been possible to show, as previously said, that 

this activity is due to the stimulation of beta-1 adrener 
gic receptors. Studies have excluded the possibility that 
the cardiostimulant action of the compound is due to 
catecholamines release, to the stimulation of alpha-ad 
renergic cardiac receptors, or to the stimulation of his 
taminergic H1 and B; receptors. The cardiostimulant 
activity of CHF 1255 also is not due to phosphodiester 
ase inhibition. 
Isolated rat left atrium: interactions with beta-adrener 
cic receptors. 
The affinity for beta-1 adrenergic receptors has been 

evaluated in the rat left atrium as previously described. 
In this test, dose-response curves of CHF 1255 were 

recorded in the absence and in the presence of increas 
ing concentrations (10~8 to 3 X 10*7 M) of the selective 
beta-1 blocker atenolol. ' 
The pre-treatment with the beta-l blocker shifted the 

dose-responsive curve of CHF 1255 to the right in a 
dose-dependent way, showing therefore for this com 
pound an interaction of competitive type for the beta-l 
adrenergic receptors. 

20 
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The selectivity of this interaction has been studied by ‘ 
evaluating the effects on beta-2 adrenergic receptors, in 
the guinea-pig isolated trachea, using CHF 1026 as 
reference compound. 
Isolated guinea-pig trachea: interactions with beta-2 
adrenergic receptors 

Trachea strips were isolated and prepared according 
to the method described by Emerson J and Machay D 
in J Pharm Pharmacol 1979, 31, 798, immersed in 
Krebs-Henseleit solution (37° C., 95% O2+5% CO2), 
subjected to an initial tension of l g and contracted with 
carbachol (3 ><10-7 M). 

Dose-response curves of CHF 1255 and CHF 1026 
were recorded in the absence and in the presence of 
10"6 M propranolol, used as antagonist and added to 
the bath before the stimulation with carbachol. 
The obtained results are shown in Table 2, expressed 

as potency (EC50 calculated from t he dose-—response 
curve) and intrinsic activity (a, isoproternol: 1). 

TABLE 2 

Potency (EC50) and intrinsic activity (a) of 
CHF 1255 and CHF 1026 in the isolated guinea-pig trachea. 

in absence in presence 
of propanolol of propanolol 

Compounds EC50 (M) a ECso (M) a 

Ia 3.4 x 10-6 0.94 4.6 X 10—‘7 0.72 
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TABLE 2-continued 

Potency (EC5Q) and intrinsic activity (a) of 
CHF 1255 and CHF 1026 in the isolated guinea-pig trachea. 

in absence in presence 
of propanolol of propanolol 

Compounds EC5Q (M) a EC5Q (M) 0. 

(CHF 1255) (2.8-4.1) (0.90-0.98) (3.3-6.5) (0.62-0.83) 
_Ref. 2.3 X 10-7 0.99 1.3 x 10-4 0.94 
Compound (1.6-3.2) (0.99-1.00) (0.8-1.9) (0.82-1.06) 
(CHF 1026) 

Both compounds exert a dose-dependent inhibition of 
the carbachol-induced contractions. In the presence of 
propranolol the dose-response curve of CHF 1026 is 
parallelely shifted to the right, showing a competitive 
antagonistic action. The effects of CHF 1255 remain 
unchanged. 
According to these results, it is possible to state that 

in contrast to CHF l026,° C.HF 1255 does not stimulate 
beta-2 adrenergic receptors. The relaxing effect is prob~ 
ably to be ascribed to other mechanisms, since it is not 
competitively antagonized by a high dose of proprano 
101. 

Because of its selective agonistic activity on adrener 
gic beta-1 receptors, CHF 1255, unlike CHF 1026, has 
no tachycardic and arrhythmogenic activity due to the 
stimulation of beta-2 receptors. 
The activity of CHF 1255 also has been compared 

with two recently introduced inotropic drugs, having 
different mechanisms of action, xamoterol fumarate and 
amrinone, the former being a partial agonist of adrener 
gic beta-l receptors and the latter being an inhibitor of 
phosphodiesterase. 
Comparison of inotroic activitv of CHF 1255 with 
xamoterol and amrinone. 
The effects of the compounds were evaluated in rat 

isolated atria according to the previously described 
method. The results are reported in Table 3. 

Table 3. Potency (ECSO) and intrinsic activity (cr;iso 
proterenol = l) on the isolated rat left atrium (Inotropic 
activity) and right atrium (chronotropic activity). 

Left atrium Right atrium 
Com- (force) (frequency) 

pounds EC50 (M) a EC50 (M) a. 

Dop- 1.19 X 10-6 0.95 1.39 X 10-6 1.06 
amine (1.05-1.35) (090-10) (1.47-2.45) (0.87-1.24) 
CHF 3.01 X 10-6 0.60 1.32 x 10-6 1.60 
1255 (2.35-3.87) (0.52-0.68) (0.88-1.97) (0.56-0.65) 
Am- 2.66 X 10-5 0.29 1.55 X 10-‘ 1.47 
rinone (1.05-6.74) (0.20-0.37) (0.54-4.45) (0.41-0.54) 
Xam- 4.98 x 10-9 0.33 4.71 x 10—9 0.76 
OICI'OI (3.90-6.37) (0.28-0.38) (3.48-6.37) (0.66-0.86) 

The potency of CHF 1255, expressed as contraction 
producting 50% of the maximum effect (increase of 
contraction force), is about 10 times higher than that of 
amrinone and about 300 times lower than that of 
xamoterol. V 

It should be noticed that the chronotropic efficacy of 
CHF 1255 is remarkably lower than that of xamoterol. 
This is very important because an inotropic drug should 
not cause an excessive increase of heart-rate. 
CHF 1255 also induces an important hemodynamic 

action, differently from xamoterol 
Rat perfused hind quarter; vasodilating action 
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The vasodilating effect of CHF 1255 has been evalu 
ated in the arterial rat hind quarter perfused with Krebs 
Henseleit solution at constant flow. 
The increase of arterial resistance was induced by 

K+—enriched solution (40 rnM), norepinephrine 5 
(5X l0-6 M) and serotonin (5X l0—7 M). 

Papaverine and prazosin, powerful a-blocker vasodi 
lator, were used as reference compounds. 
The results are reported in Table 4. 

10 
Table 4. POtency (ED40) and ef?cacy (a) of the tested 
compounds in reducing the arterial resistance induced 

in rat hind quarter by different agents. 

ED40=dose (moles) decreasing of 40% the contrac 
tion induced by the agonist. 100% was considered as the 
complete recduction of contraction. 

K+ Nore-Pine Phrine 

Compounds (ED40) a. (ED40) a. 

CHFIZSS 1.5 ><1o-6 46 1.2 ><1o—8 94 
PAPA- 6.5 x 10-8 90 4.5 x 10-8 9s 
VERINE 
PRAZ 
OSIN 

5-HT 

(E1340) a 

6.5 X 10-7 60 
5.0 x 10-8 9o 

20 

inactive 1.5 X 10“11 96 inactive 

25 

CHF 1255 is active against the different agents but, 
differently from papaverine having the same ED4Q for 
the different experimental conditions, proved to be 
particularly active on the norepinephrine induced con 
traction. 

This effect is due to an a-blocking activity whereas 
the activity against the potassium or serotonin induced 
contraction is probably due to an aspeci?c mechanism 
which could even account for the relaxing activity on 
the isolated guinea-pig trachea which is not mediated by 
beta-2 receptors. 
The a-blocking activity of CHF 1255 has been con 

?rmed in the rabbit isolated aorta, with a competitive 
inhibition of the noprepinephrine dose-response 
curve. ' 

The interesting hemodynamic properties of CHF 
1255 were confirmed in vivo in the anesthetized dog. 
Anesthesized dog: cardiovascular activity 

Beagle dogs were anesthetized with sodium pento 
barbital (30 mg/kg iv) thoracotomized and monitored 
by recording cardiocirculatory parameters. 
CHF 1255 and the reference drugs (amrinone and 

xamoterol) were administered i.v. in a bolus. 
CHF 1255 at the doses of 0.3-1.3 umoles/kg i.v. 

con?rmed its activity in changing hemodynamic param 
eters. 

It has in fact, and in contrast to xamoterol whose 
effects are negligible, a good hypotensive action (re 
spectively — 17, —22 and -3l%) and a marked reduc 
tion of the systemic arterial resistances (-28, -37 and 
—45%), together with a signi?cant increase of the 
stroke volume (l0, l6 and 21) and of the cardiac output 
(17, 28 and 34%). 

It should be noted that the hemodynamic effects are 60 
more relevant than those of amrinone (l-3-l0 umol/kg 
iv). 
CHF 1255 showed also remarkable inotropic effect 

increasing the dF/dT index (peak of the ?rst derivative 
of the aortic flow in ml/seconds-2) useful for the evalu- 65 
ation of the cardiac function. 
CHF 1255 has shown, therefore, to have a very inter 

esting pharmacological pro?le and it has to be consid 
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14 
ered as belonging to the class of “inodilators” since it is 
endowed with both inotropic and vasodilator actions. 

Its activity is also long-lasting, probably because it is 
not easily subjected to metabolic inactivation by cate 
chol-O-methyltransferases (COMT), as a result of the 
methylation of the catechol groups. 
We have also studied whether the pharmacodynamic 

effects of CHF 1255 were to be acribed to a particular 
isomer, by carrying out tests using the diastereoisomeric 
mixture (0.8, BR) (CHF 1389) and the diastereoiiso 
meric mixture (aR, BS) (CHF 1388). 
CHF 1389 proved to be as effective as CHF 1255 in 

the rat isolated left atrium whereas CHF 1388 did not 
show any inotropic activity. 
On the other hand, the vasodilating activity of CHF 

1255 is mainly due to CHF 1388. 
The overall activity of CHF 1255 (Compound la) is 

therefore due to an interaction of the effects produced 
by the two diastereoisomeric mixtures, each having its 
speci?c action so as to justify an independent therapeu 
tic use. 
Evaluation of acute toxicities 
The results are shown in Table 5. 

Administration Acute Toxicity 
Animal Sex route mean LD50 mg/kg 

mouse male 05 325 
(286-364) 

rat male/female 05 1269 
. (762-2144) 

mouse male i.v. 65 
(55-78) 

rat male/female i.v. 59 
(55-64) 

The present invention also relates to pharmaceutical 
compositions containing as the active ingredient the 
compound of Formula I or one of the isomerss thereof 
as such or ifn the form of a pharmaceutically acceptable 
salt thereof, in combination with pharrnaceutically ac 
ceptable excipients. These compositions can be ussed 
for the cardiovascular therapy, particularlfy as inotro 
pic agents. 
The compositions preferably will be administered the 

oral or parenteral routes, in form of, capsuless, tablets or 
vials respectively. 

Pharmaceutical compositions for the oral administra 
tion, preferably in unit dosess, can be prepared by ad 
mixing the active ingredient with a solid powdered 
excipient, such as lactose, saccharose, sorbitol, manitol; 
potato, cereal or maize starch, amylopectin, cellulose or 
gelatin derivatives, and optionally also with lubricants 
such as talc, magnesium or calcium stearate, polyethyl 
ene glycol or silica. 

Tablets can be coated according to well-known phar 
maceutical techniques. Hard gelatin capsules can con 
tain granulates of the active ingredient, together with 
solid powdered excipientss, such as lactose, saccharose, 
sorbitol, manm'tol, starches of the above indicated 
types, cellulose or gelatin derivatives, and they can also 
containf stearic acid or magnesium stearate or tale. The 
unit dose for oral formulations will range from about vl0 
to about 100 mg of the active ingredient. 

In case of injectable formulations for the parenteral 
administration, the excipients can be a pharmaceutically 
acceptable sterile liquid, such as water or an aqueous 
polyvinylpyrrolidone solution and optionally a stabi 
lizer and/or a buffer. 
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The active ingredient can be dissolved in the liquid 
and ?lter sterilized before the distribution into vials, or 
it can be directly freeze-dried, in which case vials con 
taining injection liquid will be contained in the packa 
gess, to restore the solution before use. 
Another particularly advantageous for administration 

of the compounds of the invention is transdermal. Sys 
tems which consist of an adhesive matrice thus can be 
applied to the skin with the active ingredient incorpo 
rated in an appropriate concentration and gradually 
released through the skin to enter the bloodstream. 
What is claimed is: 
1. A compound selected from the group consisting of 

(i) a stereoisomer or mixture of stereoisomers of the 
formula: 

CH30 

CH3O 

n ca; on 
' N-CH-CH on 

i t 

a I3 

and (ii) the pharrnaceutically acceptably salts of said 
stereoisomer or mixture of stereoisomers. 

2. A compound according to claim 1 which is ery 
thro5,6-dimethoxy2-[2-(4-hyrdxyphenyDQ-hyroxy 
l0methylethylamino]- l ,2,3 ,4-tetrahyd ronaphthalene or 
a pharmaceutically acceptable salt thereof. 

3. A compound according to claim 1 in which threo 
5,6-dimethoxy-2-[2-(4-hyroxyphenyD-2-hydroxy-l 

25 

35 

45 

55 

65 

16 
methylethylamino]-l,2,3,4-tetrahydronaphthalene or a 
pharmaceutically acceptable salt thereof. 

4. A‘compound according to claim 1 wherein the 
con?guration about the carbon atom designated a is R 
and the con?guration about the carbon atom designated 
B is S. 

5. A compound according to claim 4 which is 
(—)(aR, BS, 7S)-5,6-dimethoxy-2-( 4-hyroxyphenyl)-2 
hydroxy- 1 methylethylamino1- l ,2,3,4-tetrahyd ronaph 
thalene or a pharmaceutically acceptable salt thereof. 

6. a compound according to claim 4 which is (+) 
(aR, BS, yR)-5,6-dimethoxy-2-[2-(4-hydroxyphenyl)-2 
hydroxy- l methylethylamino} l ,2,3,4—tetrahydronaph 
thalene or a pharmaceutically acceptable salt thereof. 

7. A compound according to claim 1 wherein the 
con?guration about the carbon atom designated a. is S 
and the con?guration about the carbon atom designated 
B is R. 

8. A compound according to claim 7 which is (+) 
(015, BR, 'yR)-5,6-dimethoxy-2-[2-(4-hyroxyphenyl)-2 
hyroxy-l-methylethylamino]-l,2,3,4-tetrahydronaph 
thalene or a pharmaceutically acceptable salt thereof. 

9. A compound according to claim 7 which his (—) 
((18, BR, 7S)-5,6-dimethoxy-2-[2-(4-hyroxyphenyl)-2 
hydroxy-l-methylethylamino1-1,2,3,4-tetrahydronaph 
thalene or a pharmaceutically acceptable salt thereof. 

10. A pharmaceutical composition comprising a 
quantity of a compound according to claim 1 sufficient 
to effect stimulation of cardiac B1 adrenergic receptors, 
and a pharmaceutical carrier. 

11. The method of stimulation of cardiac B1 adrener 
gic receptors in a human in need thereof which com 
prises administering thereto an effective amount of a 
compound according to claim 1. 

:r 1- x at 1 


